ABSTRACT
. An alternative strategy to reduce the incidence of arthropod-borne viral (arboviral) diseases is to alter the ability of the vector to transmit pathogens (2, 3) . This (4) . However, mosquitoes cannot become superinfected by another California serogroup virus if sufficient time has elapsed between primary infection and challenge with the second virus (5, 6) .
Mosquitoes that have been infected with LAC virus for more
The publication costs of this article were defrayed in part by page charge payment. This article must therefore be hereby marked "advertisement" in accordance with 18 U.S.C. §1734 solely to indicate this fact. than 3 days are resistant to subsequent infection either orally or by intrathoracic inoculation (5, 6) . Because (7) (8) (9) , to determine if LAC sequences from the small (S) or medium (M) RNA segments inhibited LAC virus infection. Specific target sequences included the nucleocapsid (N) or nonstructural (NSs) genes in the S segment, the G2 envelope gene in the M segment, the S-segment conserved consensus sequence (CS) at the 5' and 3' termini of the genome, and several antisense RNAs from the S or M segments (Fig. 1) . Highly efficacious sequences were further utilized to determine possible mechanisms of interference, the degree of cross-protection afforded by these antiviral sequences, and the ability of these antiviral sequences to provide the same protective effect in vivo.
MATERIALS AND METHODS
Construction of Recombinant Double Subgenomic (dsSIN) Vectors Containing LAC Sequences. The construction of pTE/3'2J/ANTI-S has been described elsewhere (7) . Remaining plasmids were produced by inserting LAC sequences ( Fig.  1) Recombinant virus was produced from Xho I-linearized plasmids as described (7) with some slight modifications (15 (Fig. 5) (Fig. 3) (24) . This evidence supports the hypothesis that a high degree of sequence homology is necessary for effective cross-protection (28, 29) .
The dsSIN expression system also proved to be invaluable for preliminary screening of efficacious constructs in vivo. Organs and tissues that were productively infected by the dsSIN viruses expressing the LAC-derived sequences were not permissive to wild-type LAC virus (Figs. 4 
